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1 )KI Responsive to communication(s) filed on 19 December 2007 . 
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5) D Claim(s) is/are allowed. 
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DETAILED ACTION 



1 . Applicant's amendment filed 12/19/2007 is acknowledged and has been entered. 
Claims 1-4 and 17-26 have been canceled. Claims 5-16 are pending and addressed in 
this Office action. All of the arguments have been thoroughly reviewed and considered 
but are not found persuasive for the reasons discussed below. Any rejection not 
reiterated in this action has been withdrawn as being obviated by the amendment of the 
claims. 



This action is made FINAL. 



2. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Previous Rejections 

3. The double patenting rejection is withdrawn in view of Applicant's amendment of 
the claims. The claim rejection under 35 USC 103(a) as being unpatentable over 
Henderson et al in view of Wang et al and Wang et al and further in view of Edwards 
and Gibbs is maintained and discussed below. 



Claim Rejections - 35 USC § 103 

4. Once again, claims 5-16 are rejected under 35 U.S.C 103(a) as being unpatentable over Henderson et al 
(20020172952, Filing date July 2001) in view Wang et al {Wang et al ('329), herein} (20020052329, filing date 
December 2000) and Wang et al {Wang et al ('012), herein} (20020099012, filing date June 2001) and further in view 
of Edwards and Gibbs (PCR Methods and Applications, vol. 3, pages S65-S75, 1994). 

Regarding claims 5 and 6, Henderson et al teach a method for detecting the presence of lung cancer cells in 
a biological sample comprising the steps of (a) detecting the level of mRNA expression in biological samples of one 
or more cancer associated markers; and (b) comparing the level of mRNA expression detected in the biological 
samples for each of the markers to a predetermined cut-off value for each marker; wherein a detected level of 
expression above the predetermined cut-off value for one or more markers is indicative of the presence of lung 
cancer cells in the biological sample (see 0034-0035, 1284-1287, 1295, 1302, 1307, 1321, 1345 and 1349). 
Henderson further teaches wherein the cancer-associated markers comprise L984P (paragraph 1376, 1382-1390) 
and L552P (see paragraphs 1493-1495). Henderson also discloses the cDNA sequence for L550S (see 0116), 
L552 (see 0845) and L984P (see 0930). 

Wang et al ('329) teach a method similar to that of Henderson et al for detecting the presence of lung cancer 
cells in a biological sample comprising the steps of (a) detecting the level of mRNA expression in biological samples 
of one or more cancer associated markers; and (b) comparing the level of mRNA expression detected in the 
biological samples for each of the markers to a predetermined cut-off value for each marker; wherein a detected level 
of expression above the predetermined cut-off value for one or more markers is indicative of the presence of lung 
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cancer cells in the biological sample (see 0026-0027; 0504, 0514, 0603, 0616, 0618-0619, 0642, 0644, 0650-0656). 
Wang et al further teach wherein the cancer-associated markers comprise L762P and L763P (paragraphs 0661 and 
0662). Wang et al also teach the cDNA sequence for L762P and L763P (see 01 87 and 01 89). 

Wang et al ('012) teach a method similar to that of Henderson et al and Wang et al ('329) for detecting the 
presence of lung cancer cells in a biological sample comprising the steps of (a) detecting the level of mRNA 
expression in biological samples of one or more cancer associated markers; and (b) comparing the level of mRNA 
expression detected in the biological samples for each of the markers to a predetermined cut-off value for each 
marker; wherein a detected level of expression above the predetermined cut-off value for one or more markers is 
indicative of the presence of lung cancer cells in the biological sample (see 0026-0027, 0511, 0532-0533, 0763, 
0776-0778). Wang et al further teach wherein the cancer-associated markers comprise L587S (paragraph 0805). 

The references do not expressly teach wherein two or more cancer-associated markers are detected in the 
same biological sample. However, methods of detecting multiple targets in a biological sample are well known in the 
prior art. For example, Edwards and Gibbs teach a method for simultaneously detecting multiple targets using 
multiplex PCR techniques. Edwards and Gibbs teach that multiplex PCR is a useful tool because it includes internal 
controls, allows the indication of template quantity and quality, is less expensive in terms of time and reagents, and 
exhibit great flexibility in experimental design and in overcoming limiting primer kinetics and fragment competition. 
Therefore, one of ordinary skill in the art at the time of the claimed invention would have been motivated to have 
modify the detection method of Henderson et al and Wang et al ('329) and Wang et al ('012) to encompass steps of 
multiplex PCR as taught by Edwards and Gibbs for the obvious benefit of simultaneously detecting multiple targets 
from a single biological sample in a single assay and for the additional advantages taught by Edwards and Gibbs, 
such as flexibility of experimental design and increase reduction in expense and time that is associated with multiplex 
PCR. 

Regarding claim 7, Henderson et al teach wherein the step (a) comprises detecting the level of mRNA 
expression using a nucleic acid hybridization technique (see 0034, 1107, 1115 and 1321). 

Regarding claims 8 and 9, Henderson et al teach wherein the step (a) comprises detecting the level of 
mRNA expression using a nucleic acid amplification method selected from the group consisting of PCR, LCR, SDA 
and NASBA (paragraph 1153). 

Regarding claim 10, Wang et al ('329) teach a sequence that is 100% identical to the sequence of SEQ ID 
NO: 2 (see SEQ ID NO: 161). 

Regarding claim 11, Henderson et al teach a sequence that is 100% identical to the sequence of SEQ ID 
NO: 6 (see SEQ ID NO: 789 and Example 1). 

Regarding claim 12, Wang et al teach a sequence that is 100% identical to the sequence of SEQ ID NO: 26 
(see SEQ ID NO: 473). 

Regarding claim 13, Henderson et al teach a sequence that is 100% identical to the sequence of SEQ ID 
NO: 4 (see SEQ ID NO: 1871 and Example 9). 

Regarding claim 14, Henderson et al teach wherein the cancer is a small cell lung cancer or a non-small cell 
lung cancer (paragraph 1346). 

Regarding claim 15 and 16, Henderson et al teach wherein the biological sample is selected from the group 
consisting of blood sera, sputum, urine and/or tumor biopsies (1284). 

Response to Arguments 

5. Applicant traverses the rejection on the following ground: Applicant states that 
the cited references taken for what they teach as a whole do not teach or suggest the 
presently claimed method for detecting lung cancer using multiple markers. Applicant 
states that the references do not teach that the individual markers could be used in 



combination with any other marker, let alone the markers specifically recited in the 



claims to better detect cancer. Applicant asserts that nothing in the prior art would 



Application/Control Number: 10/550,797 Page 4 

Art Unit: 1637 

have permitted the person having ordinary skill to reasonably predict that the 
combination of the individual recited cancer-associated markers would provide the 
advantages of the presently claimed method. Applicant states that prior to the instant 
application, it could not be predicted whether the detection of the recited cancer 
associated markers combined would provide additional benefit over detection of each of 
them individually. Applicant cites KSR and states that the Courts states that a 
combination must do more than yield a predictable result. Applicant states that the 
presently recited combination does more than yield predictable results and is therefore 
nonobvious. 

6. All of the argument have been thoroughly reviewed and considered but are not 
found persuasive. In response to applicant's argument that there is no suggestion to 
combine the references, the examiner recognizes that obviousness can only be 
established by combining or modifying the teachings of the prior art to produce the 
claimed invention where there is some teaching, suggestion, or motivation to do so 
found either in the references themselves or in the knowledge generally available to one 
of ordinary skill in the art. See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 
1988) and In re Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case, 
the combination of references meets the limitation of the claims. The primary reference 
of Henderson et al in view of Wang et al and Wang et al teach all of the steps of the 
invention including the each of the cancer associated marker. The references do not 
teach detecting these markers in a multiplex format. However, this teaching is 
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disclosed by Edwards and Gibbs and numerous advantages and motivation for wanting 
to do is provided. 

In regards to Applicant's arguments that that the cited prior art did not recognize 
that the combination of markers could be used to better detect lung cancer, it is noted 
that Applicant's appears to arguing efficiency of the instant invention when no efficiency 
has been claimed or supported by the specification. Applicant does not provide 
sufficient explanation or evidence for this conclusion. MPEP states that "[A] known or 
obvious composition does not become patentable simply because it has been described 
as somewhat inferior to some other product for the same use." In re Gurley, 27 F.3d 
551, 554, 31 USPQ2d 1130, 1132 (Fed. Cir. 1994)". In this case, the claims merely 
recite a method for detecting multiple cancer associated markers, said detection by a 
multiplex amplification reaction (see Examples in specification beginning at page 28). 
The cited prior art provides a prima facie case for obviousness and a reasonable 
expectation of success. 

In response to Applicant's arguments that a person having ordinary skill would 
not have reasonably predict the combination of markers for better detecting lung cancer, 
it is noted that while the claims detect the level of mRNA expression of two or more 
cancer associated markers, the presence of lung cancer is only recognize if one of the 
markers is elevated. Thus, contrary to Applicant's arguments, the claims do not require 
a combination of specific markers be detected in order to advantageously detect lung 
cancer. Nonetheless, the Examiner respectfully disagrees that one of ordinary skill in 
the art could not reasonably predict that the combination of the markers would be 
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advantageous in detecting lung cancer as each of the cancer associated markers were 
previously known in the art to be effective for detecting lung cancer. The claimed primer 
sequences were also known in the prior art to detect each of the markers recited 
therein. Additionally, methods of using multiplex amplification techniques {the same 
technique used by Applicant to detect the markers (see Examples) were widely known 
and commonly used in the prior art for detecting multiple nucleic acid sequences and 
combination of sequences that may be associated with cancer. MPEP states, "the fact 
that appellant has recognized another advantage which would flow naturally from 
following the suggestion of the prior art cannot be the basis for patentability when the 
differences would otherwise be obvious." Ex parte Obiaya, 227 USPQ 58, 60 (Bd. Pat. 
App. & Inter. 1985). This is particularly true since the cited prior art not only recognized 
that each of the markers recited therein are effective for screening for lung cancer, but 
the prior art recognizes that one can screen for multiple markers by using multiplex 
amplification techniques. 

Applicant's arguments are not sufficient to overcome the prior art rejection. 
Accordingly, the rejections are maintained. 

Conclusion 

7. No claims are allowed. THIS ACTION IS MADE FINAL. Applicant is reminded 
of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CYNTHIA B. WILDER whose telephone number is 
(571)272-0791 . The examiner can normally be reached on a flexible schedule. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/CBW/ 
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